also published in the New England Journal of Medicine 3 demonstrated a modest but statistically distinct prostate cancer-specific survival benefit for PSA screening using and 'intent-to-treat' analysis (HR50.8, 95% CI: 0.65-0.98) after a median of 9 years of follow-up in men aged 55-69 years (median: 60.1). Not surprisingly, more benefit was seen in men actually having had PSA testing (HR50.73, 95% CI: 0.56-0.90). Analysis of Göteborg participants 4 , consisting of younger men (range: 50-64 years, median age: 56 years) with a longer follow-up (14 years), indicated a much larger advantage of PSA testing (HR50.44, 95% CI: 0.28-0.68). In my mind, there is no question that PSA screening, followed by effective treatment, can decrease the risk of dying from prostate cancer if the screening is performed in men young enough to benefit from treatment.
Saving lives from prostate cancer is only one part of the equation, harms from screening and treatment need to be considered as well. From the randomized PSA screening studies, we know that groups undergoing PSA testing have significantly more cancers detected (8.2% of 'screened' versus 4.8% of 'unscreened' men in the ERSPC study). Many, if not most, of the PSA-detected cancers are clinically insignificant. We know from the ERSPC study that PSA screening leads to substantial overdetection of low-risk cancers. At the time of the ERSPCA report, 3 it was estimated that 48 additional cases of prostate cancer would need to be treated to prevent one death.
From randomized trials of treatment versus no treatment, even in unscreened populations, the vast majority of men with prostate cancer will not die from it. In the Scandinavian Prostate Cancer Group-4 randomized study, the cumulative incidence of prostate cancer death at 12 years was 12.5% in the radical prostatectomy group and 17.9% in the watchful waiting group. 5 For PSA-screened men, the risk of death from prostate cancer would be predicted to be even smaller given the potential for lead time biases associated with early detection. Extrapolating the results from the Scandinavian Prostate Cancer Group-4 randomized trial to a contemporary screened population is conjectural.
What happens to men with prostate cancer in clinical practice? Though globally the answers are uncertain, in the United States almost all patients are currently treated with potentially morbid therapies. 6 Surveillance is uncommonly utilized. A recent registry indicates that over 90% of men with 'low-risk' cancers are actively treated. 6 Iatrogenic and unnecessary sexual and urinary dysfunctions are a direct consequence of overtreatment of prostate cancer. Treatment is more common than can be justified on the basis of the available data for many patients. Our patients deserve better.
Prostate cancer is a highly heterogeneous disease and until clinicians are better at matching treatment recommendations with the risk of disease-related morbidity and mortality, PSA screening may cause more harm than benefit in the average patient. I am not saying that PSA testing should not be used, I get my own PSA annually and will continue to do so, I am simply hopeful that more clinicians will risk-stratify their patients carefully and offer surveillance for those men unlikely to benefit from aggressive therapy.
